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INTRODUCTION:
Diamond Blackfan anemia (OBA) is a rare inherited red cell aplasia. Mutations have been

described in ribosomal protein genes. Currently standard therapy includes corticosteroids , red
cell transfusions or stem cell transplantation ; however all are fraught with many side effects
Leucine is one of the branched chain amino acids and has been shown to upregulate protein
translation . This is a pilot study to test the feasibility of administering leucine to 50 patients with
OBA, monitoring for clinical hematologic response and side effects.

BODY:

The study has been progressing well over the reporting period with appropriate accrual.
Thirteen subjects were consented during this period. Of the 13 consented and screened, 1was
deemed a 'screen failure'. Of the 51 consented subjects, 40 subjects were enrolled and 1 is
pending enrollment. Ten subjects were "screen failures™; 1 subject was not started on study
drug after enroliment as per parental decision; 1 subject was withdrawn by Pl after enrollment
prior to starting study drug due to a concomitant medication (Zenpep) for gastrointestinal
absorption issues and there are no data on the absorption of Leucine in this setting. One subject
was withdrawn early by the parent as she did not want to further abide by the transfusion
criteria; however, the subject remains evaluable as she received 6 months of treatment.

During the study period 13 patients started study drug; 18 subjects completed treatment; 1
subject withdrew early, after 6 months of treatment; and 7 subjects are still receiving study drug.
Two subjects (one pending enrollment and one who is enrolled) will start drug in the next study
period.

One subject (05-002) remains transfusion free as of 22AUG14 .

No toxicity has been noted. There was one severe adverse event reported in subject 02-005 -
the subject had an anaphylactic reaction to a blood transfusion (33 minutes from the start of the
transfusion) and was no deemed associated with the study drug. The subject was admitted for
observation and was discharged the following day without any further issues.

There are 11 institutions with IRB approval for this study; site A-16175 .d, the University of
Michigan Health System (Ann Arbor, MI) reached accrual and terminated the study on
27SEP15. Site A-16175.1, the University of Arkansas (Little Rock, AK) is still pending DOD
approval and a site initiation visit will occur after the approval is obtained. Site Memorial Health
University Medical Center (Savannah, GA) had IRB approval but was not submitted to the DOD
and is no longer interested in the study.

KEY RESEARCH ACCOMPLISHMENTS :
= There are no key research accomplishments to date as the study is still accruing
subjects.

REPORTABLE OUTCOMES:
= There are no key research accomplishments to date as the study is still accruing.

CONCLUSION:
There are no results to report at this time, however there are no untoward toxicities reported

amongst the subjects and one subject is transfusion free since starting the study drug.

REFERENCES:
There are no references to report at this time.



APPENDICES :

There are 2 appendices: Table 1is an enroliment log of all the subjects and Table 2 is a list of
allthe study sites.

SUPPORTING DATA:
There are no supporting data.
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INTRODUCTION:
Diamond Blackfan anemia (DBA) is a rare inherited red cell aplasia. Mutations have been

described in ribosomal protein genes. Currently standard therapy includes corticosteroids, red
cell transfusions or stem cell transplantation; however all are fraught with many side effects.
Leucine is one of the branched chain amino acids and has been shown to upregulate protein
translation. This is a pilot study to test the feasibility of administering leucine to 50 patients with
DBA, monitoring for clinical hematologic response and side effects.

BODY:

The study has been progressing well over the reporting period with appropriate accrual.
Thirteen subjects were consented during this period. Of the 13 consented and screened, 1 was
deemed a ‘screen failure’. Of the 51 consented subjects, 40 subjects were enrolled and 1 is
pending enrolliment. Ten subjects were “screen failures”; 1 subject was not started on study
drug after enrollment as per parental decision; 1 subject was withdrawn by Pl after enroliment
prior to starting study drug due to a concomitant medication (Zenpep) for gastrointestinal
absorption issues and there are no data on the absorption of Leucine in this setting. One subject
was withdrawn early by the parent as she did not want to further abide by the transfusion
criteria; however, the subject remains evaluable as she received 6 months of treatment.

During the study period 13 patients started study drug; 18 subjects completed treatment; 1
subject withdrew early, after 6 months of treatment; and 7 subjects are still receiving study drug.
Two subjects (one pending enroliment and one who is enrolled) will start drug in the next study
period.

One subject (05-002) remains transfusion free as of 22AUG14.

No toxicity has been noted. There was one severe adverse event reported in subject 02-005 -
the subject had an anaphylactic reaction to a blood transfusion (33 minutes from the start of the
transfusion) and was no deemed associated with the study drug. The subject was admitted for
observation and was discharged the following day without any further issues.

There are 11 institutions with IRB approval for this study; site A-16175.d, the University of
Michigan Health System (Ann Arbor, MI) reached accrual and terminated the study on
27SEP15. Site A-16175.1, the University of Arkansas (Little Rock, AK) is still pending DOD
approval and a site initiation visit will occur after the approval is obtained. Site Memorial Health
University Medical Center (Savannah, GA) had IRB approval but was not submitted to the DOD
and is no longer interested in the study.

KEY RESEARCH ACCOMPLISHMENTS:
e There are no key research accomplishments to date as the study is still accruing
subjects.

REPORTABLE OUTCOMES:
e There are no key research accomplishments to date as the study is still accruing.

CONCLUSION:
There are no results to report at this time, however there are no untoward toxicities reported

amongst the subjects and one subject is transfusion free since starting the study drug.

REFERENCES:
There are no references to report at this time.



APPENDICES:
There are 2 appendices: Table 1 is an enroliment log of all the subjects and Table 2 is a list of
all the study sites.

SUPPORTING DATA:
There are no supporting data.
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